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Safety assessments will include  
o Rate of discontinuation from study 
o Adverse events (AEs)  

 
       as well as changes in the following: 

o IOP 
o Slit-lamp biomicroscopy 
o Conjunctival hyperemia 
o Dilated ophthalmoscopy 
o Pachymetry 
o Best-corrected visual acuity (BCVA) 
o Vital signs 
o Non-fasting clinical laboratory tests 
o Urine pregnancy tests for females of child-bearing potential 

 
2.2 Primary Hypotheses 
The primary hypotheses are: 
 

• Testing NCX 470 ophthalmic solution, 0.021% non-inferior to latanoprost 
ophthalmic solution, 0.005%. 

 
H0: The difference between study eyes treated with NCX 470 0.021% and 

latanoprost 0.005% (NCX 470 – latanoprost) in the mean diurnal IOP 
change from baseline at the Week 4 Visit, is ≥ 1.5 mmHg. 

Ha: The difference between study eyes treated with NCX 470 0.021% and 
latanoprost 0.005% (NCX 470 – latanoprost) in the mean diurnal IOP 
change from baseline at the Week 4 Visit, is < 1.5 mmHg. 

 
NCX 470 0.021% will be non-inferior to latanoprost if the null hypothesis (H0) is 
rejected (i.e., the upper limit of the two-sided 95% CI around the differences 
between the LS mean of NCX 470 0.021% and the LS mean of the latanoprost 
group [NCX 470 – latanoprost] is < 1.5 mmHg). If NCX 470 0.021% is non-inferior 
to latanoprost, then the superiority of the NCX470 0.021% to latanoprost will be 
tested. NCX 470 0.021% will be superior to latanoprost if the p-value for the testing 
treatment difference is <= 0.05 and the LS mean difference in change from 
baseline at Week 4 visit (NCX470 – latanoprost) is < 0. 

 
• Testing NCX 470 ophthalmic solution, 0.042% non-inferior to latanoprost 

ophthalmic solution, 0.005%. 
 
H0: The difference between study eyes treated with NCX 470 0.042% and 

latanoprost 0.005% (NCX 470 – latanoprost) in the mean diurnal IOP 
change from baseline at the Week 4 Visit, is ≥ 1.5 mmHg. 
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Ha: The difference between study eyes treated with NCX 470 0.042% and 
latanoprost 0.005% (NCX 470 – latanoprost) in the mean diurnal IOP 
change from baseline at the Week 4 Visit is <1.5 mmHg. 

 
NCX 470 0.042% will be non-inferior to latanoprost if the null hypothesis (H0) is 
rejected (i.e., the upper limit of the two-sided 95% CI around the differences 
between the LS mean of NCX 470 0.042% and the LS mean of the latanoprost 
group [NCX 470 – latanoprost] is < 1.5 mmHg). If NCX 470 0.042% is non-inferior 
to latanoprost, then the superiority of the NCX470 0.042% to latanoprost will be 
tested. NCX 470 0.042% will be superior to latanoprost if the p-value for the testing 
treatment difference is <= 0.05 and the LS mean difference in change from 
baseline at Week 4 visit (NCX470 – latanoprost) is < 0. 
 
 

• Testing NCX 470 ophthalmic solution, 0.065% non-inferior to latanoprost 
ophthalmic solution, 0.005%. 

 
H0: The difference between study eyes treated with NCX 470 0.065% and 

latanoprost 0.005% (NCX 470 – latanoprost), in the mean diurnal IOP 
change from baseline at the Week 4 Visit, is ≥ 1.5 mmHg. 

Ha: The difference between study eyes treated with NCX 470 0.065% and 
latanoprost 0.005% (NCX 470 – latanoprost), in the mean diurnal IOP 
change from baseline at the Week 4 Visit, is < 1.5 mmHg. 

 
NCX 470 0.065% will be non-inferior to latanoprost if the null hypothesis (H0) is 
rejected (i.e., the upper limit of the two-sided 95% CI around the differences 
between the LS mean of NCX 470 0.065% and the LS mean of the latanoprost 
group [NCX 470 – latanoprost] is < 1.5 mmHg). If NCX 470 0.065% is non-inferior 
to latanoprost, then the superiority of the NCX470 0.065% to latanoprost will be 
tested. NCX 470 0.065% will be superior to latanoprost if the p-value for the testing 
treatment difference is <= 0.05 and the LS mean difference in change from 
baseline at Week 4 visit (NCX470 – latanoprost) is < 0. 

 
Multiple comparison adjustment will not be applied given that it is a Phase 2 study. 
 

3. Study Design and Procedures 
3.1 General Study Design 
 
This is a randomized, multicenter, masked, parallel-group, dose-response phase 2 clinical 
study. This study will be conducted in approximately 20 sites in the United States. Up to 
10 will be added based on enrollment rates. Approximately 550 subjects will be screened 
and 420 will be randomized. 
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Subjects will be assessed for initial eligibility at the Screening Visit (Figure 1). Subjects 
currently being treated with an IOP-lowering medication (pretreated) will be required to 
discontinue their IOP-lowering medication during a washout period which will occur 
between the Screening Visit and the Eligibility 1 Visit. The length of the washout period 
will be determined based on the type of IOP-lowering medication used by the subject. 
Treatment-naïve subjects’ Eligibility 1 Visit will be scheduled a minimum of 5 days after 
the Screening Visit to allow review of clinical laboratory results. 
 
Successful washout and IOP-based eligibility for all subjects will be determined at the 
Eligibility 1 Visit (Day -7 to -3) and the Eligibility 2 Visit (Day 1) with diurnal IOP 
measurements at 8 AM, 10 AM, and 4 PM at both visits. The baseline IOP for all study 
analyses will be based on the study eye mean diurnal IOP from the Eligibility 1 and 
Eligibility 2 Visits. Subjects meeting eligibility requirements will be randomized. Study 
medication will be dispensed at the end of the Eligibility 2 Visit. 
Subjects will be randomized in a 1:1:1:1 ratio to receive NCX 470 or latanoprost one 
drop in both eyes, QD in the evening: 

• NCX 470 ophthalmic solution, 0.021% 
• NCX 470 ophthalmic solution, 0.042% 
• NCX 470 ophthalmic solution, 0.065% 
• Latanoprost ophthalmic solution, 0.005% 

 
Both eyes will be treated for the duration of the study. The study eye will be the eye with 
the highest baseline IOP value or the right eye if both eyes of a subject have the same 
IOP value at baseline. The contralateral eye will be considered as the fellow eye. 
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3 readings of IOP. The means or the medians (i.e. the time-matched IOP values) will be 
the ‘base’ values for the calculation of mean diurnal IOP values and IOP analyses. 
  
Mean diurnal IOP value for a specific visit will be calculated as an average of IOP values 
from the three timepoints (8 AM, 10 AM, and 4 PM) for the specific visit.   
 
Baseline mean diurnal IOP will be calculated as an average of the mean diurnal IOP 
values at the Eligibility 1 and Eligibility 2 Visits.   
 
Time-matched baseline IOP will be calculated as an average of the IOP values at the 
8 AM time point from the Eligibility 1 and Eligibility 2 visits for the 8 AM time point of each 
post-baseline visit; an average of the IOP values at the 10 AM time point from the 
Eligibility 1 and Eligibility 2 visits for the 10 AM time points of each post-baseline visit; and 
an average of the IOP values at the 4 PM time point from the Eligibility 1 and Eligibility 2 
visits for the 4 PM time point of each post-baseline visit. 
7.4  Baseline Definition for Variables Other Than IOP 
Baseline is defined as the last measurement prior to the first administration of study drug. 
Change from baseline will be calculated as follow-up visit minus baseline visit. 
7.5 Data Analysis Conventions 
All data analysis will be performed  after the study 
is completed and the database has been locked. Statistical programming and analyses 
will be performed using SAS® Version 9.4 or higher. Outputs will be provided in rich text 
format (RTF) for tables and portable document format (PDF) for tables, listings, and 
figures using landscape orientation.   
 
All study data will be listed by subject, treatment, and visit (as applicable) based on all 
randomized subjects unless otherwise specified. Additional data listings will be provided 
as described in the sections for the data analyses.  
 
Summaries for continuous and ordinal variables will include the number of observations 
(n), arithmetic mean, standard deviation (SD), standard error (SE),  median, minimum, 
and maximum.  Minima and maxima will be reported with the same precision as the raw 
values; means and medians will be presented to one additional decimal place than 
reported in the raw values. SDs will be presented to two additional decimal places than 
reported in the raw values. Summaries for discrete variables will include frequency counts 
and percentages.  All percentages will be rounded to one decimal place (i.e., XX.X%).   
 
All statistical tests will be two-sided with a significance level of 0.05 (α = 0.05), unless 
otherwise specified. All p-values will be rounded to four decimal places; p-values less 
than 0.0001 will be presented as “<0.0001”; p-values greater than 0.9999 will be 
presented as “>0.9999.” 
 
For efficacy analyses, unscheduled visits and early termination visits will be mapped to 
scheduled visits if they fall into the scheduled visit windows. If there are more than 
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1 assessment that  fall into a scheduled visit window afer the mapping, the assessment 
at original scheduled visit will be used.  
 
For safety analyses, Unscheduled Visits will be excluded from analyses and early 
termination visits will be combined with Exit Visits for analyses.    

8. Disposition of Subjects 
Analysis populations, study completion, discontinuation from the study, reasons for 
discontinuation from the study, subjects with any protocol deviations, subjects with major 
deviations, and subjects with minor deviations will be summarized for all randomized 
subjects using number of subjects and percentages. Reasons of withdrawal include: AE, 
lost to follow-up, Investigator decision, Sponsor or Institutional Review Board (IRB) 
decision, protocol violation, study termination by Sponsor, withdrawal by subject, IOP 
greater than 36 mmHg, and other.    

9. Demographics and Baseline Characteristics 
The demographic variables collected in this study include age, age category (>=18 to 
< 65, >=65, >= 75 years), sex, race, ethnicity and iris color.  Subjects who record more 
than one race will be grouped into a single category denoted as multi-racial. Demographic 
variables will be summarized for the ITT population and the PP population, separately. 
 
Age will be reported in years and calculated using the following formula: 

Age = (Informed consent date – Date of birth) / 365.25 truncated as an integer. 
 

The following baseline variables for study eyes will be summarized for the ITT and PP 
population, separately:  

• Baseline mean diurnal IOP  
• Central corneal thickness  
• Cup to disc ratio (horizontal) 
• Cup to disc ratio (vertical) 
• BCVA 
• Conjunctival hyperemia  

 
Visual field and gonioscopy assessments will be performed at Screening Visit. The results 
will be presented in subject data listings.  

10. Medical History and Concomitant Medications 
10.1 Medical History 
Medical history will be coded using Medical Dictionary for Regulatory Activities 
(MedDRA), Version 21.0. 
 
Ocular medical history and non-ocular medical history will be summarized at the subject 
level based on the safety population, separately.  If a subject reports the same preferred 
term (PT) multiple times within the same system organ class (SOC), the subject will only 
be counted once for the SOC.  As with the PT, if a subject reports multiple conditions 
within the same PT, that subject will only be counted once for the PT.   
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and Human Services: Food and Drug Administration.  Federal Register Vol. 61, July 
17, 1996, page 37320. (E3) 


















